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BACKGROUND CAPABILITIES AND SCOPE A CURATED RECORD IN AlzPED

A major challenge to the successful development of therapies for Alzheimer’s disease AlzPED has the following capabilities: ‘ EXAMPLE OF RIGOROUS STUDY DESIGN ‘
(AD) is the poor translation of preclinical efficacy from animal models to the clinic. Key
contributing factors to the unsuccessful translation of therapeutic efficacy include: * Provides researchers and information scientists with a facile way to survey
existing AD preclinical therapy development literature and raise awareness
* the failure of animal models to fully recapitulate human AD, about the elements of rigorous study design and requirements for Bibliographic
e poor rigor in study design, methodology and data analysis, transparent reporting. s e
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* failure to match outcome measures used in preclinical animal studies and clinical * Currently hosts curated summaries from 917 preclinical efficacy studies C::t::tm:f:;o:”a S
StUdieS, publlshed between 1996 and 2019 Department of Neurobiology, Weizmann Institute of Science, Rehovot, Israel.
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To address key factors contributing to poor translation of preclinical efficacy from Provides search capability across relevant translational criteria data sets and de:m;edleuc;p:a:w:es:e:: :'Comcn
tudy Goal and Principal Findings:

d nimal mOde|S tO the C|iniC in AD thera py deVE|Opment, seve ral adViSO ry meeti ngS d nd eXternal data baseS: Alzheimer's disease (AD) is a heterogeneous disorder with multiple etiologies. Harnessing the immune system by blocking
. . . . . . the programmed cell death receptor (PD)-1 pathway in an amyloid beta mouse model was shown to evoke a sequence of
workshops including the National Institutes of Health (NIH) AD Summits in 2012 and

° Thera py -I-ype (14 thera py types) ° Related PUblicationS (PUbMed) i:z::tr}zfris[;)?x;f;;i:at Feaq to disease_mod.iﬂca.tionA Here-, blocking PD-L1, a PD-1 ligand, was found tg have similar efficacy
. . -1 | g in disease modification, in both animal models of AD and of tauopathy. Targeting PD-L1 in a tau-
2015 were held In response to expert recommendat|0ns from these mEEtlngsl the . . driven disease model resulted in increased immunomodulatory monocyte-derived macrophages within the brain
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Nat|0na| InSt|tUte on Ag|ng (NIA) and the NIH lera ry have Created an Open science parenchyma. Single ce seq revealed that the homing macrophages expressed unique scavenger molecules including
. . macrophage scavenger receptor 1 (MSR1), which was shown here to be required for the effect of PD-L1 blockade in disease
know|edge portal - the Alzheimer’s Disease Preclinical Efﬁcacy Database or AIZPED ¢ TherapeUtlc Ta rget (167 targEtS) ¢ Therapeu“C Targets (Open Tar89t5 and PharOS) modification. Overall, our results demonstrate that immune checkpoint blockade targeting the PD-1/PD-L1 pathway leads to
. . L. . . . modification of common factors that go awry in AD and dementia, and thus can potentially provide an immunotherapy to
Through the following capabilities, AlzPED is intended to guide the development and * Animal Model (174 models) * Animal Model (Alzforum) help combat these diseases.
implementation of strategies and recommendations for standardized best practices for * Principal Investigator * Related Clinical Trials (ClinicalTrials.gov) Therapeutic Agent
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reducing their reproducibility and
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KEY ELEMENTS OF RIGOROUS EXPERIMENTAL DESIGN ‘ Experimental Design

Is the following Information reported In the study?:
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elements of experimental design that improve the reproducibility and translational
value of preclinical efficacy research. Data are presented as percentages calculated
from 917 published preclinical efficacy studies published between 1996 and 2019
and curated in AlzPED.
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reproducibility are poorly reported in preclinical research. RIGHT: Few studies report more than
5 core design elements, most reporting only 2-4 core design elements.
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THERAPEUTICS: AGENTS AND TARGETS
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LEFT: 804 therapeutic agents are catalogued in 14 categories. RIGHT: 167 therapeutic targets are catalogued in 8 categories. Data are presented as percentages calculated from 917

published preclinical efficacy studies published between 1996 and 2019 and curated in AlzPED. [ Accagted study pusiished on ] [Citab'e DOl generated f°rJ
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OUTCOME MEASURES: FUNCTIONAL AND DESCRIPTIVE l
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* These deficiencies in study design and methodology diminish the scientific rigor,

reproducibility and translational value of the preclinical studies.

Each curated study provides a snapshot of the measures tested and outcomes achieved in response to the therapeutic agent tested. AlzPED defines 21 different outcome measures that « It is evident that a standardized set of best practices is required for successful
are categorized as LEFT: Functional or RIGHT: Descriptive. More than 1500 AD-related outcome measures are catalogued in AlzPED. Data are presented as percentages calculated from
917 published preclinical efficacy studies published between 1996 and 2019 and curated in AlzPED.

translation of therapeutic efficacy in AD research.



